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[Fedezal Register: June 19, 1998 (Volume 63, Number 118)]
[Proposed Rules]
[Page 33592-33595]
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration

21 CFR Parts 310 and 334

[Docket No. 78N-036LI
RIN 0910-AAO1

Laxative Drug Products for Over-the-Counter
Amendment to the Tentative Final Monograph

AGENCY: Food and Drug Administration, HHS.”

ACTION: Notice of proposed rulemaking.
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SUMMARY: The Food and Drug Administration (FDA) is reopening the
administrative record and proposing to amend the tentative final
monograph (proposed rule) for over-the-counter (OTC) laxative drug
products to reclassify the stimulant laxative ingredients aloe,
bisacodyl, cascara sagrada, and senna (including sennosides A and B)
from Category I (generally recognized as safe and effective and not
misbranded) to Category III (further testing is required) . FDA is
issuing this proposed rulemaking after .qonsidering data and information
on the safety of bisacodyl, senna, and.two related stimulant laxative
ingredients; cknthron and phenolphthalein. This proposal is part of the
ongoing review of OTC drug products conducted by FDA.
IIATES:Submit written comments by September 17, 1998. Written comments
on the agency’s economic impact determination by September 17, 1998.
New data by June 21, 1999. Comments on the new data by A+uwt ‘19,’’l999:~
ADDRESSES: Submit written,commen~s and new data to the Dockets
Management Branch (HFA”-’3O5),Food and Drug Administration, 12420
Parklawn Dr., rm. 1-23, Rockville, MO 20857.

FOR FURTHER INFORMATION CONTACT: Gerald M. Rachanow, Center for Drug
Evaluation and Research (HFD-560), Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 20857, 301-827-2307..-

SUPPLEMENTARY INFORMATION:

I. Background

In the Federal Register of March 21, 1975 (40 FR 12902), FDA
published, under Sec. 330.10(a) (6) (21-CFR 330.10(a) (6)), an advance
notice of proposed rulemaking to establish a monograph for OTC
laxative, antidiarrheal, emetic, and antiejmetic drug products, together
with the recommendations of the Advisory Review Panel on OTC Laxative,
Antidiarrheal, Emetic, and Antiemetic Drug Products (the Panel), which
was the advisory review panel responsible for evaluating data on the
active ingredients in these classes. In the advance notice of proposed
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rulemaking, the Panel recommended Category I status for the OTC
stimulant laxative ingredients aloe, bisacodyl, cascara $agrada
preparations, danthron, phenolphthaleinr and senna preparations (40 FR
12902 at 12908 to 12910). The agency concurred with the Panel’s
Category I classification of these ingredients in the tentative final
monograph published in the Federal Register of January 15, 1985 (50 FR
2124 at 2152 to 2156).

II. Danthron and Phenolphthalein

In the Federal Register of September 2, 1997 (62 FR 46223), the ,
agency reopened the administrative record for this rulemaking,
discussed the carcinogenic risk of danthrcil and phenolphthalein, and
proposed to reclassify these two anthraquinone laxative ingredients
from Category I to Category II (not generally recognized as safe and
effective or misbranded) . The agency is evaluating-the data and
conunents‘submitted in response to that proposal and will discuss this
subject further in a future issue of the Federal Register.

III. Bisacodyl

The F5A Center for Drug Evaluation and Research (CDER)
Carcinogenicity Assessment Comittee (cAC) has recommended that the
anthra~inone laxativesn~(aloe, cascara .sagrada, and senna) and
bisacodyl be tested in the standa~db~ttery of genotoxicity tests and
under the test conditions by which phenolphthalein was found to be
positive (Ref. 1). Phenol hthale.in and bisacodyl are diphenylmethane

-r--=------”---- --- -------- ---derivatives with a s~lar chemical structure and pharmacological——. .___..,_ .._,._
characteristics. The CAC recommended the Syrian Hamster Embryo (SHE)
cell t%anXFformation assay as an early screen for bisacodyl and, based
on it~ results, either the p53 transgenic mouse assay or another in
vivo alternative assay, as appropriate, follow. Two-year
carcinogenicity studies would then be contingent upon the results of
these assays.

The agency has informed industry that additional testing for
bisacodyl will be necessary (Ref. 2). Subsequently, industry submitted
data from two mutagenicity studies (Ames test and rat bone marrow
micronucleus assay) and a chromosomal aberration study in Chinese
hamster dva?y cells. The agency has reviewed these studies and
determined that the results of all of the tests were negative (Ref. 3).
Phenolphthalein was tested in two of these tests and was found negative
in one (Ames test) . However, findings from further studies indicated
that phenolphthalein presents~p otenk.ial carcinogenic risk. Thus,
because of fieJc&rdcal similarity of bisacodyl. to phenolphthalein and
the lack of previous carcinogenicity_ testing of bisacodyl, the agency_—.
is requesting that blsacodyl u—dz@~~-&r te~lng to assess its
carclnou Qnlc._potentlal. Lnaustry has completed dose range finding
studies @tended to select bisacodyl doses for a 6-month oral gavage
carciriogenicity study in the p53 transgenic mouse (Ref. 4).

IV. Senna

The agency has reviewed metabolic, genotoxicity, and
carcinogenicity data on senna and its Components (Ref. 5). Senna
contains a number of components, including but not limited to:
Sennosides A and B, sennosides C &nd D, rhein (including rhein
anthrone-8-monoglucoside and rhein-8-monoglucoside) , chrysophanol,
emodin, and aloe-emodin. The metabolic studies show that varying
amounts of senna and its meta,bolites are absorbed into the

[[Page 33593]]

systemic circulation. The data do not present conclusive absorption
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information, nor indicate whether any of the metabolizes present a
safety hazard, if absorbed.

The Ugerlcybelieves that Lht!leaIt! sufficient mutagenici~y (AKM$S
test) data’ in the literature on the senna extracts sennosides A and B,
aloe-emodin, chrysophanol, and emodin. The data indicate that-.
sennosides A and B are negative, while the-%@nna extra~~ aloe-emodint ,

1
emod~-n-;””””~fi”~-ch~~io~~~an~l”-are-p~s<tively genotoxic” (Ref. 5). filu~, senna >_ —- --—-
pr~parations containing any of-~hese components (or kaempferol or-_-— ,-. ..
quercetln) may ’have mutagenic properties. These potentially mutagenic )

anthrones are fo”undin the dried leaves and pods of sema. Therefore,
until manufacturers can show that commercially available senna
preparations do not contain mutagenic/genotoxic components, the agency
is unable to state that sennosides A and B do not pose a relative risk
to humans.

The agency also xeviewed a 2-year caxcinogenicity study with
sennosides in the”rat (Ref. 6). However, the agency found this study
deficient beiause”of the limited and incomplete histopathologic
examination of tissues (Ref. 5). The agency concludes that further
testing is necessary to assess the carcinogenic potential of senna
products. Iri=.thesestudies, specific analysis of the test sukstance
should be done to enable quantitative estimation of each component of
the preparation. The senna dose selection should be based on a l-month
dose ranging study fvK an alternative assay or a 3-month dose rangiug
study for a 2-year carcinoc@nicity study in the rodent species and
strains selected “for the aarcinogenicity studies. Histopathologic
examination of all tissues from all groups of animals should be
conducted (Ref. 5) .

V. Aloe and Cascara Sagrada Preparations

Aloe and cascara sagrada are other anthraquinone ingredients.
Cascara sagrada ingredients included in the tentatiVe final monograph
are casanthranolr cascara fluidextract aromatic, cascaxa sagrada bark,
cascara sagrada extract, and cascara sagrada fluidextract (50 FR 2124
at 2152) . The agency has not received any mutagenicity, genotoxicity,
or carcinogenicity ,data foK these ingredients. The agency concludes

that these ingredients need to have these types and other toxicity data
using tests similar to those used and found positive for
phenolphthalein=

VI. References

The following ~eferences have beerl placed on display in the DockeLs
Management Branch (address above) and may be seen by interested persons
between 9 a.m. and 4 p.m., Monday through Friday.

1. Comment No. MM13, Docket No. 78N-036L, Dockets Management
Branch.

2. Letter from D. Bowen, FDA, to R. W. Sollerr Nonprescription
Drug Manufacturers Association (NDMA), coded LETlll, Docket NO. 78N-
036L, Dockets Management Branch.

3. Letter fxom D. Bowen, FDA, to L. TotIwiI~,NDMA, coded LET175,
Docket No.. 78N-036L, Dockets Management Branch.

4. Comment No. c178, Docket No. 78N-036L, Dockets Management
Branch.

5. LeLLer from i). Bowen, FDA, to J. Conover, The Purdue
Frederick Co., coded LET173, Docket No. 78N-036L, Dockets Management
Branch.

6. Comment No. LET113, Docket No. 78N-036L, Dockets Management
BIanch,

VII. Summary ot the Agency’s Changes to the Proposed Rule

The agency is proposing to reclassify the stimulant laxative
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IV. Senna The agency
cascinogenicity data on

has reviewed metabolic, genotoxicity, and
senna and its components (Ref. 5). Senna contains a

number of components, including but not limited to: Sennosldes A and B,
sennosides C and D, rhein (including rhein anthrone-8-monoglucoside and

, rhein-8-monoglucoside) , chrysophanol~ emodin, and aloe-emodin. The metabolic
studies show that varying amounts of senna and its metabolizes are absorbed into
the[[Page 33593]]9ystenric circulation. The data do not present conclusive
absorption information, nor indicate whether any of the metabolizes present a
safety hazard, if absorbed. The agency believes that there are sufficient
mutagenicity (Ames test) data in the literature on the sen.naextracts sennosides
A and B, aloe-emodin, chrysophanol, and emodin. The data indicate that
sannosides A and B are negative~--”whilethe sennemmtrzrc%.aloe=emod’ ~emudfn,
and chrysophqnol are positively genotoxic (Ref. 5). Thus, “s&.na preparations
containing any of the~e components (or kaempferol or Wercetin)

F
have

mutagenic properties. These potentially mutagenic anthrones are ound in the
d~ied leaves and pods of senna. Therefore, until manufacturers can show that
commercially available senna preparations do not contain mutagenic/genotoxic
components, the agency is unable to state that setiosides A.wd B do.not pose ~ @
relative risk to humans. The agency also reviewed a 2-year carcinogenicity
study with sennosides in the Fat (Ref. 6). However, the agency found this study

/deficient because of ‘the l&nited and incomplete histopathologic examination of

t.
tissues (Ref. 5). The agegcy -concludes that fu~the> testing is necessary to
assess the carcinogenic ~ot.en,tialof senna products. In thes-estudies, specific
analysis of the test substance should be done to enable quantitative estimation
of each component of the preparation. The senna dose selection should be based
on a l-month dose ranging study for an alternative assay or a 3-month dose
ranging study for a 2-year carcinogenicity study in the rodent species and
strains selected for the carcinogenicity studies. Histopathologic examination of
all tissues from all groups of animals should be conducted (Ref. 5).
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SUMMARY: The Food and Drug Administration (FDA) is reopening the administrative
record and proposing to amend the tentative final monograph (proposed rule) for
over-the-counter (OTC) laxative drug products to reclassify the stimulant
laxative ingredients aloe, bisacodyl, cascaxa.$agrada, and senna (including

%
sennosides A and B) from Category X .(genexally..recog’l$ged.as safe and effective
and not misbranded) to Category III (further testing is required). FDA is
issuing this proposed rulemaking after considering data and information on the
safety of bisacodyl, senna, and two related stimulant laxative ingredients,
danthron and phenolphthalein. This proposal is part of the ongoing review of OTC
drug products conducted by FDA.DATES: Submit written comments by September 17,
1998. Written comments on the agencY’s economic ~a~t dete~nation bY
September 17, 1998. New data by June 21, 1999. Comments on the new data,by
August 19, 1999.ADDRESSES: Subr@t written coqanen~jjapd new ,data .to,t~e,,~.ckets
Management Branch (HFA-305), Food @ D~ n3qtr~tionr 12420 Pazkl@n Dr.,

KUL 1-23, Rocl@.lle, MD 20857.FOR FURTWR.INFW4WIW CONTACT: Gerald ~..
Rachanow, Center for Drug Evaluation and Research (HFD-560), Food and Drug
Administration, 5600 Fishers Lane, Rockville, MD 20857, 301-827-2307. @’.
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